Background or aims: All agree that informed consent is a process, but past research has focused content analyses on post-consent or on one conversation in the consent series. Our aim was to identify and describe the content of different types of consent conversations. Methods: We conducted a secondary analysis of 38 adult oncology phase 1 consent conversations, which were audiorecorded, transcribed, coded, and qualitatively analyzed for type and content. Results: Four types of consent conversations were identified: (1) priming, (2) patient-centered options, (3) trial centered, and (4) decision made. The analysis provided a robust description of the content discussed in each type of conversation. Two themes, supportive care and prognosis, were rarely mentioned. Four themes clustered in the patientcentered (type 2) conversations: affirmation of honesty, comfort, progression, and offer of supportive care. Conclusion: We identified and described four types of consent conversations. Our novel findings include (1) four different types of conversations with one (priming) not mentioned before and (2) a change of focus from describing the content of one phase 1 consent conversation to describing the content of different types. These in-depth descriptions provide the foundation for future research to determine whether the four types of conversations occur in sequence, thus describing the structure of the consent process and providing the basis for coaching interventions to alert physicians to the appropriate content for each type of conversation. A switch from a focus on one conversation to the types of conversations in the process may better align the consent conversations with the iterative process of shared decision making.
Introduction
Phase 1 oncology research can be difficult to explain to patients. The primary endpoints of phase 1 clinical trials are safety and dose, not efficacy, and they offer little chance of therapeutic benefit. 1 Nonetheless, patients often fail to distinguish research procedures from standard therapy. [2] [3] [4] [5] Many patients do not consider alternatives, 6 exhibit unrealistic optimism, 7 and may overestimate their likelihood of benefit, 8, 9 although their reported estimates of benefit may not be intended as factual statements 4, 10 and may not be related to lack of knowledge. 11 Evidence of patient misunderstanding of aspects of these trials demonstrates the need for improvement of phase 1 consent communication.
Although all agree that obtaining consent for phase 1 trials is a process that occurs over multiple conversations, emphasis in the literature and in regulatory review has been on informational elements of consent, focusing on one conversation in the series and thus not contributing to our knowledge of the process. Brown et al. 12 focus on the conversation nominated by the oncologist, so that the point in the process is not known, Jenkins et al. 13 on the conversation in which a decision was made, and Kass et al. 14 
on the ''options''
discussion. Most studies about the ethical issues in phase 1 research target patients who had already consented for participation and do not provide any information on the consent conversations themselves. For example, Daugherty et al. 8 and Agrawal et al., 6 who report that the major goal of enrolling in phase 1 research is to combat one's cancer with alternatives not seriously considered, and Weinfurt et al., 11 who demonstrate that high expectations of benefit may be expressions of optimism, not fact, all interviewed patients after the completion of the consent process but before treatment. A lack of focus on the types of conversations in the process of consent in previous literature is particularly concerning given the current emphasis on shared decision making, which at its core is an iterative process over time. The patient, with the guidance and input from the physician, gathers information, considers alternatives, aligns the options with his or her values and preferences, and then, with the physician, makes a decision. 15, 16 In order to improve phase 1 consent and better align it with shared decision making, the types of conversations in the process, not just the content of one conversation, must be described.
There have been three studies [17] [18] [19] that have recognized phase 1 consent as a process. Each of these studies tested a pre-specified consent process with a series of three or four consent conversations. In these studies, the focus was again on what content was communicated: Rodenhuis Having completed two studies during which phase 1 consent conversations were audio-recorded and transcribed, we undertook a qualitative secondary analysis of the combined set of transcripts. Since in each study the physician alerted our team whenever he or she expected to mention a phase 1 trial, our aim in this secondary analysis was to describe the types of conversations in our dataset. Our ''catch as catch can'' methodology provided insight into the varying types of consent conversations in an academic phase 1 practice and can, therefore, be the first preliminary step in designing future interventions to address the deficits in communication in phase 1 research. 4, [6] [7] [8] [9] 20 Patients and methods
Study population
Phase 1 conversations were conducted with cancer patients and providers, 4 hematologists, 11 oncologists, and 1 nurse practitioner, at a single academic institution with an active phase 1 program. All patients and providers spoke English. Institutional review board (IRB) approval was obtained.
Methods
The conversations were originally audio-recorded to collect data for two completed studies, one to determine the clarity of the description of research biopsies 2 (18 conversations) and a second to test the feasibility of introducing a patient preference tool into phase 1 consent conversations (20 conversations). 21 The only difference between the two cohorts (research biopsy or preference tool) was that in the latter, the patient was approached before the conversation and given a preference tool to complete, which he or she then gave to the provider, who then usually briefly discussed it. However, in both studies, the majority of the discussion centered on aspects of phase 1 trials. We did not analyze mentions of patient preferences since one study introduced and targeted them. For both studies, providers were asked to contact the ethics researcher whenever they anticipated that a phase 1 trial would be mentioned. There was no attempt to target any particular consent conversation in the consent process. Thus, some patients had had prior extensive conversations about phase 1 trials, others had been briefly introduced and others were naı¨ve. With written consent of providers and verbal permission from patients, the ethics team member attended the patient-provider conference, audio-taped, and transcribed it verbatim. The observer was instructed to be nonintrusive so as not to influence the conversation, a method used successfully in other studies. 22 The observer noted the participants in the discussion by family or provider role and specific behaviors that occurred during the conversation (i.e. signing the consent) in order to supplement and to ensure the accuracy of the transcription.
Analysis
Content. A semantic content analysis method 23 was used to systematically extract meaning from the transcribed interviews, using a multilevel coding strategy. Transcripts were inductively coded with attention to two areas: (1) content areas discussed by the provider and patient and (2) behaviors such as ''handing the informed consent document to the patient.'' The behaviors section relied heavily on the observer notes. Family and friends participated in the discussions, when present, but the analysis focused on the providerpatient discussion and interactions.
L.W. coded 10 interviews for inductive content and created a code book, which was finalized in consultation with R.D.P. Using the code book, transcripts were inductively coded by L.W. and M.D.D. All discrepancies were discussed and resolved among the coders and R.D.P.
Subsequently, the a priori codes based on published frameworks (Table 1) were compared to the inductive codes to determine whether the inductive process produced all of the codes deemed to be ethically necessary in prior literature. All codes were then grouped into themes by R.D.P., which were reviewed by L.W. Simple frequencies of the number of conversations in which a code was discussed were calculated.
Types of conversations. L.W. reviewed all the transcripts, not attending to specific content but to the major focus of each conversation. 24 R.D.P. reviewed L.W.'s identification of three major foci. L.W. and M.D.D. then categorized each conversation into one of the three foci, until they reached consensus. Two research assistants then independently categorized all the transcripts by focus as a quality check. R.D.P. resolved disputes between the two research assistants. The result was agreement between the original categorization and the quality check.
Results
We observed and audio-taped 38 healthcare providerpatient conversations between 15 providers and 38 patients, 18 from study 1 and 20 from study 2. Of the conversations, 10 discussed hematological phase 1 trials, conducted by 4 providers, and 28 discussed solid tumor phase 1 trials, conducted by 11 providers. Whether the patient was new to the provider or an established patient and whether the patient was alone or accompanied are recorded in Table 2 .
A total of 23 codes were inductively identified. An additional code, discussing patient preferences, was also identified, but since it may have been an artifact of the intervention design of the parent trial that tested a patient preference tool, we do not report that code here. Four codes occurred in almost all of the conversations: review of disease status, options, introduction to phase 1 trials, and logistics. Two codes were rarely discussed: offers of supportive care and prognosis.
Our inductive coding included all the a priori codes. We grouped the 23 codes into five themes: medical review, options and recommendations, clinical trial information, consent content, and communication behaviors. Table 3 lists the codes grouped into themes, with the inductive codes that corresponded to a priori codes shaded in gray.
Foci of consent conversations and their content
The 38 conversations were divided into the three foci: patient centered, trial centered, and decision discussion. Therefore, we grouped the conversations into three types, each type with a different focus. Some of the patient-centered conversations occurred early in care before the patient was eligible for a phase 1 trial, whereas the others presented the option of a phase 1 trial for immediate consideration. Therefore, we separated the early discussions into their own type, resulting in four types of consent conversations: priming (type 1), patient-centered options (type 2), trial centered (type 3), and decision discussion (type 4). Codes stratified to each type are presented in Table 4 .
Type 1: the priming discussion (four conversations)
The priming discussions occurred notably early in the continuum of care, when patients had not exhausted standard care options nor were currently candidates for phase 1 trials. In these conversations, the physicians initiated discussions with patients about phase 1 trials in order to make them aware of potential future options.
Conversations focused on the patients' disease status (100%) and treatment options (100%). While most introduced the concept of clinical trials (50%) and/or phase 1 trials (75%), few discussed procedures, logistics, or resources (25%). The emphasis in priming discussions was on the potential future use of experimental agents with explanations by the physician that standard of care options were still available.
Type 2: the patient-centered options discussion (22 conversations)
The main focus of 22 of the conversations was the patient and his or her options for treatment and research. In patient-centered discussions, the patient had reached a crucial junction in treatment and had the option to enroll in a phase 1 trial. Four codes occurred more frequently in this type than other types: affirmations of physician honesty, expressions of comfort, discussion of progression, and offers of supportive care.
The conversations followed a similar trajectory. Physicians often prefaced these discussions by noting that it was important to be honest about the patients' current medical situation (68%). The physician then reported bad news: the cancer had progressed (77%), showing that current therapy was not working. The physician continued by presenting new therapy options (100%), including a phase 1 trial, standard care therapies, and supportive care. This type contained almost all (8/9; 89%) of the offers of supportive care.
The physician next conducted an in-depth discussion of phase 1 trials (100%), including the logistics of the specific trial (91%). Resources, including phone numbers of research coordinators and physicians (64%), were discussed, and informed consent documents (64%) were given to the patient. In the majority of conversations (73%), the physician encouraged the patient to take time to think.
We distinguished two types of options discussions: one in which the physician made a recommendation and an open-ended one in which the physician did not. Physicians recommended phase 1 participation in nine (41%) conversations, only two of which were endstage situations in which the only alternative therapies offered were ones that the patient had either already used without success or were unapproved, determined in consultation with the Director of Phase 1 Unit. In the remaining 13 (59%) conversations, no recommendation was made; 6 of these were end-stage situations. When a recommendation was made, the physician sometimes explained that having other options was just the reason the recommendation was made. The physician could recommend one option and then if it proved unsuccessful, they could try the other option(s).
When a recommendation was not made, the physicians offered multiple options, including a phase 1 trial. The conversations were left open-ended: no option was presented as more favorable than the others.
Type 3: the trial centered discussion (nine discussions)
All of type 3 discussions introduced phase 1 trials and included most of the consent content (is research (89%), aims (100%), benefit unknown (89%), unknown AEs (89%), extra procedures (89%), and is voluntary (100%)). All described the logistics of trial participation, and most reviewed current medical status (67%), discussed options (67%), and resources available (89%) but overlooked statements of honesty (22%) and discussions of disease progression (22%), which were more characteristic of type 2 conversations. The informed consent document was usually given (56%) to the patient with checks of understanding, asking for questions and time to think (67%). The consent was not signed in these conversations, and no final decision was made.
Type 4: the decision discussion (3 discussions)
All of the decision discussions began with a review of disease status, introduction to phase 1 trials including that it was research, aims, benefit unknown, and extra procedures and trial logistics. The provider then asked for questions in all conversations. At this point, a decision was made, and the informed consent was signed.
In these conversations, the providers did not bring up disease progression, supportive care, or recommendations and infrequently (33%) discussed options.
Discussion
Although most recognize that consent is a process, with each conversation aimed at a different goal, few incorporate these different conversations into their consent research. By asking oncologists and nurse practitioners to alert us whenever a phase 1 study would be mentioned to a patient, we were able to observe the conversations that typically take place and to identify four types of conversations, including a new type-the priming discussion-not discussed in previous literature. 13, 17, 18 Most past studies analyzed only one type of conversation. Tomamichel et al. assessed the conversation discussing phase 1 trial, most akin to our type 3, the trial centered type. Kass et al. assessed the ''options'' discussion, most akin to our patient-centered options conversation. Jenkins et al. assessed the decision-making conversation, our type 4. Our description of the four types and their content should assist in contextualizing prior and future research by helping to identify which type of conversation is analyzed. Identification of the type of conversation will be especially important since the goal of each is entirely different and both the focus and content will vary depending on the type.
This secondary analysis of transcripts coupled with observer notes also allowed us to provide a robust description of the content of each type of consent conversation. We noticed a clustering of codes in type 2 discussion: affirmations of physician honesty, expressions of comfort, discussion of progression, and offers of supportive care. This type of conversation not only presented the patient with options but also focused on being with the patient after giving the ''bad news'' of progression, thus our nomenclature ''patient centered.'' Discussion of supportive care was left out of the majority of conversations across all types, while therapy options were included in most, a discovery similar to previous studies. 25 These findings suggest that some physicians are not including supportive care as a treatment alternative when discussing options. As a result, many patients may not be aware of this option. In some cases, physicians may not have addressed supportive care because the patients had not exhausted all therapy options; however, studies show that there is benefit to introducing supportive care as an option earlier in therapy, so that patients are more receptive to the therapy later in care. 26 As found before, 13, 27 discussion of prognosis was not included in most conversations. This lack may be due to the fact that the physicians reviewed disease status and made statements of disease progressiondiscussed frequently in type 2 conversations-in lieu of addressing the probable course and outcome of the disease. Whether a thorough discussion of progression, without explicit description of prognosis, is sufficient deserves further investigation. Prognosis may have been brought up in earlier appointments. This would be the case especially in situations of an established relationship between physician and patient.
Similar to the findings of Brown et al., we identified explicit recommendations, most notably in type 2 conversations. Unexpectedly, however, in the nine conversations in which the physician recommended a phase 1 trial, there was a suggestion that the physician more frequently recommended participation when alternative approved therapy existed (7/9 (78%) vs 2/9 (22%)). The qualitative analysis provided one explanation: physicians who had an approved therapy available may have been more inclined to recommend explicitly that their patients enroll in phase 1 trial, because they had an approved therapy available if the trial was not beneficial. Phase 1 trials thus become one more option for patients to consider, not a last ditch effort, an important divergence from the traditional way of considering phase 1 research. Given the importance of the physician recommendation, 28, 29 particularly during lifethreatening illnesses, [30] [31] [32] [33] more research is needed to determine whether this finding is corroborated and, if so, why it happens.
This study had several limitations. First, the conversations were originally recorded for other studies, one regarding research biopsies; the other a patient preference tool. While discussions of the prior study topics took up only small portions of the taped conversations, we do not know how the topics may have influenced the conversations overall. Second, we did not follow individual patients throughout the continuum of care but rather naturalistically observed phase 1 discussions. Therefore, we do not know what proportion of individuals participated in all the types, nor the sequence of the types in practice. Third, only a few conversations in the dataset fell under each conversation type, especially types 1 and 4, so we cannot be as confident of their descriptions. Fourth, we describe the experience at an academic center with active phase 1 research and so cannot generalize our results to other settings, although many phase 1 trials are conducted in this kind of setting. Finally, the provider had to plan to mention a phase 1 trial in order for the ethics team to be called. Therefore, we do not have data on spontaneous discussions.
Future research directions and implications
Our descriptions of the types of conversations have practical implications. The next very necessary step in this line of research is to follow individual patients through the continuum of care to determine whether the types occur in sequence: first priming, second patient-centered options, third trial centered, and fourth decision making. If they do occur in sequence, we will be able to develop recommendations regarding essential elements of each component of the process and coaching interventions that emphasize that process. During the options phase, for example, the physician should focus on alternatives, their risks and benefits, and how each alternative aligns with patient values. During the trial centered phase, the physician should focus on the details of the trial and the burdens and potential benefits entailed by the particular trial. The precise components of an ideal process will require further refinement, but the paradigm shift that these data support to focusing on the different types of conversations and coaching physicians to tailor discussions to the purpose of each type-either the patient's options in one type or the trial's benefit and burdens in a subsequent type-may at last make headway against the persistent problem of patient misunderstanding of clinical trials. 4, [6] [7] [8] [9] More importantly, attention to consent as a process over time with multiple types of conversations may make possible aligning consent practices with stages of shared decision making. Shared decision making is an iterative process that necessarily occurs over time. Focusing on the types of conversations in the process and synching the types with crucial steps in the shared decision-making process could increase the opportunity for patient values and preferences to be incorporated in the final shared decision.
Conclusion
This description of the types of phase 1 consent conversations has several important findings. Four types of consent conversations were identified, including one new type-the priming discussion. A robust description of the content of each type was provided, lacking in previous descriptions. Several codes clustered in the patient-centered options discussion, such as professions of physician honesty and comfort, expanding this type beyond a mere options discussion to a patient-centered discussion. We also confirmed the underrepresentation of discussions of supportive care and prognosis. Further research needs to determine whether discussion of disease progression, commonly done, is sufficient if prognosis is not discussed. The identification of the consent types and their content can assist future researchers in designing interventions to correct the communication problems identified in phase 1 setting. These results can also serve as the foundation for future research to discover whether the types occur in sequence. And identification of the types can direct development of a physician coaching intervention, so that the information presented is tailored to the type and purpose of the conversation.
